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AN 2002-075087 [10] WPIDS Ful l-text 

AB WO 200180632 A UPAB: 20020213 

NOVELTY - Human CD-81 transgenic non-human animal, is new. 

DETAI LED DESCR I PTI ON - Human CD-81 transgen i c non-human an ima i s amp 11 fy Hepat i t i s C v i rus 
(HCV) via HCV infection. Also claimed are a method for screening for substances that control 
HCV expression, the substances themselves and medical compositions containing them. 
INDEPENDENT CLAIMS are also included for the following: 

(1) a method for producing the animals; 

(2) non-human liver cells expressing human CD81; and 

(3) a method for amplifying HCV. 

USE - The Human CD-81 transgenic non-human animal is useful for detecting hepat i tis C virus, 
researching the mechanism for infection, and for screening for new substances for preventing 
and curing hepatitis C. Dwg. 0/2 
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(54) imomi Bcv^mmhi^mmikzmiihm 

^fflT'J>-S H C VS^tC J: 0 H C V ^tilg L a I. h h C 
D81 h^yXvx-'yiJ'^t Mft^H-^. HCVJSSfetC 
J; 0 H C V€:tii|i L 0 -B^^b h»i!|%ffFiii5RiOh h C D 

\wmm t b c D 8 1 Jt^K^ 2r^^ t Mfi%(^^ 

b hCDS 1 S:3-F'fl.cDNA^&-^tfm'<^ 
'7-;&-ji^J:V^oLj:tc^^bh»!|UlfFli 
*5l«ojS:&saEl3b7y;^7x^i/3yL> bbCDS 

1 ^:m.m:fm±mm:w^\.. #b h 



!(2) 001-299140 (P2001-299140A) 



[il^JS2 ] t h C D 8 1 m&rFtmX^tlX^^^Z 
i: Sr^iii: ^-Sii^ 1 ie«<0 1 b C D 8 1 b 9 i^' 

mm 3 ] :^mmx. t v ^ ^ c d s i ma^mm^^m 
m^^x-xmi. 5&-ot h c D 8 1 mm^timA^tix 

mwLti-msmi-3cr>^^i^Mm<7)t hco 8 1 

i:-r§lt^4fBiS<7)h hCD8 1 h7>';^>''x->y^' 

[a*^7] t hCDSlSfSi^^^^thiJ^^cT)^ 

ii^l^mm^ hC D 8 1 afE^ &W-t'g.ff#t Mft!|%^S 
C i: ^i^S t -f -i. H C Vjg^ic i 0 H C V ^ifitS 
Lai.thCD81 h9>';^i^'xrL>y^^^h M!j!|i!i<oiS 

[»«^8] t hCDSlSfSi^^^ftMlllfecO^ 
IB^Ottttfrt^t^l^^^o^yi^'x^S^a VL. f#<i>il^^ 

*»4>l!jlBt hCD 8 1 jifEl^^W-ri>ff^^b hijil^j^S 
S^-ri>i ttJ: 0#4.il-l.b hCD 8 1 h^yXi/x::: 
•y i^^^b , f^b Ml)!t%fcffi|*)o/iC D 8 1 SIe 

i^*^^fe*±-cxat^>:^Nb hwmt^mLm.h. n 
b M!)!ic D 8 1 miii^mmmm±x'xmi. 
b h c D 8 1 mm^mx^iix\^i>mifi%^ 

iRfijfc tl. H C ViS^t j: 0 H C V b e I. b b C 

D8 1 h9y;^>''x::^<y^'^^b hWim<7)mmm, 

HCVSrmiiatdl.bhCD8 1 b7yXi/x-y^# 

hCDsi h9yxi;x-«y^'^^b hiftifij. 

^tmwiti-in\z Mji!feiffii**iobhCD8 if& 

mam. 

immi n ^^bMS!ti3A«. Hcvji^icionc 

VS:li«iL3SbhCD81 h7yxi/x:i>y :^^^b h 
l6!Bjt-J)I.C:i:5:!^i:-rSfS^l OlBiSiO^^b hlft 



WHi^cOb h C D 8 1 1^)13, 
[a«^12] bhCD8 1 h7:^:^>'*x->y:5'^^b 

hmmK :^mix\^ic d 8 1 mm=F^mm^i^ 

±X^mt. *»ob h C D 8 1 jtf5^*i^A$*lTV^|, 
bhCD8 1 hyyXi^:c--y^fW\L hWmX'hi>Zb 

[ ii*JS 13] b h c D 8 1 af5^ 

iiB-c$)-g. ci t i:mitt6msm i oieiio^^b httfl^j 

Bm^^CO t h C D 8 1 ^^flS, 

14] ^^b hmmtiK mswmx'h^ ^ i: 
mmm^m\^ b c d 8 1 ^^mm. 

D 8 1 ^mmm. 

mm 1 6 ] -^^XtiK C 3 

h ?:^mt-tmm 1 siaao^^b M!iaiF!i**(7) 

bhCDSll^fla, 

mmi7] bhCD8lS:3-H-ri.cDNA 
^i^ay^tit:mmiimL. bhCDSl^^^ll^i 

-rsMifflsa^s^-t?. .1 fc &#@S[fc-ri. h c v ^mm 
[ff^Jiis] bhcD8iae?^^-r-i.ii:** 
b' h ux-mm Libi>zt irrnkt-fh H c vmmio 
I mm 1 9 ] a^js 1 0 ~ 1 6 c7)v ^t^^^ieK^o^^ 

b Mffil^5|5i7)ifflliai: iJJpBlifeiff S: >f yb' h oT-g^S 

iHcvcom^m/xitmm ■ wm<^mmm^ ■ m 
mti 1 b mmbth h c vco^mif/ximm ■ 

[ii*JB2 0] ii*^i~6c7)v^-r^i3(?^ie«cobbc 

D8 1 VyyXi^j.=:,'y^W\LVWmi,Zhi^-h^t^mk 

cvcDmmf/x\iim • w^m^^m'M. ■ mm-t 
h^brnwib-fhwc Ya)^mm/x\mm • ^ 
(7)immmxiimmm<^x^ ^j-^yyum. 
{Wimi 1 ] mm i ~6c7)v^-rix*»iemc^b h c 
D8 1 vyyx'j:L-^,-?nt. vmm\.zibt^is>tihw^ 

mm^h%t:>timmm^zmhwcv(r>%wm/ 
• m^<^m.m^ ■ nmth ^ t mwLbt 
I. H c v<r>mjm/x\mm ■ wm<^yimw»xim 
mmmx^^j~-y:/:m> 
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[i»*]i2 2 ] m^m 1 ~ 6 OV>m*»l£it<^t h C 
D81 h^y^'Jx-^y'f'^^hhWm^hi^ij^tibUC 

limmmmmcomrfTimL. immmizm 
hHcvcomRt/zximm ■ wmcom&m^ ■ m 

[11^312 3] ii^Jsi~6w^-m*^ieijot hc 

D8 1 h5yXvi-y^^^hMI)ftSrl)^*^t46HC 

vizmm^^tzm. wmmtk^i. M#thi)ti*> 

■ wm<^mmm^ ■ mmt^ ^ t mmt-t^ h c v 
comm/ximm ■ im<^mmmxmm^m 

[wm2 4 ] H c Y<r>mmf/x\iim ■ wmc^ 
mm<7)m^-mmtK ff^mmizt3if^HcvM&=F<r)m 

•ftit^im<7)ucvco^m/ximm ■ wmcr>m, 

m^m 2 5 ] 1 - 6 i7)v ^'riii)>tm<7) b h c 
D8 1 vyyx=jx.=i'y^i^}z hmmzmmmmtk^ 
tmmz. Hcv^mm^'^. im^^hmmizmf^ 
Hcvff)mm/ximm ■ ^commi:m^ ■ mm 
•th^t ^mkh -rs H cvff^Rx^/x\im§, ■ m 

( msm 2 6] H c vcom^xz/ximm ■ mm(o 
mm<Dm^ ■ mmtK f^t vmm-h'i%htimm\,zii 

•fm^m2 sMmcoHcvco^mx/zxumm • m 
m<Digmm9xiimmm<Dx 9 v ~=^yy-nm. 
[if 2 7] H c v(mMm/x\m^ ■ wM(r> 

Lti:mit-tmim2 siekohcvo^su''/ 
xtiiini • m<^mmmx^tmm%<^x9 o--y 
yum. 

[is*^28] ^m^cmmiiKT^-yr^jvy 

y-^x'hi>:ib^mLt-fhmm2iim<r>Hcw 
mMm/x{±w^ ■ m^<7)mmmx\imm'Kff) 
x9U-~yyijm, 

msm 2 9] H c vcr>^mx>'/ximm ■ mmco 
ms-^m^-mm-t^^zmt. hhCDsihyyx-j 

bm-wmt^:it^'mti-m^mi 9-2 so 

\>^-ftiMim<7)Hcv(D%mm/ximm ■ m^m 

[11*313 0 ] 1 9-2 9iOV^-m*^IBmiOH 

cv<7)mm/xiimm • mf^iimwsximmm 



in^ms 1 ] H c v<7)^m/xitmm ■ «s!o 
immm\ cDsnzmtr^f-xh-ch^zt^ 
mwittmi^ms osm<7)Hcv<7)^gi.T//xim 

im^32] m^m9^2 9<^\,^-rtLMm<r)H 
cv<o^Rr//ximm • mimmnrnxm^m 
m^'9 ^--yyifmizx <on^ti6^tt:'mb'r 
:^iicv<7)^m/xim^ ■ wm<r>mmn. 
im^m3 3 1 HCYcom&v^/ximm ■ wm<o 

mWSi}K C D 8 1 S ry ^ :f-;^ NT'* s ^: 

bm^b-t:^m^m 2^<7)ucv<7mmx^/x 

im^ms 4] H c vcomRxz/xiimm ■ ^<7) 
mmmifi. cmmzm-i>^mm. mimtKit 
mmwk xmm&izMtimm. mmmLXm& 
mmx'h^^b mwLbtmi^m 2ieiic7)Hc vo 
^m/xmm ■ ^mmm. 
im^ms 5 ] Hcv(r)^M&v^/xitmm ■ w^<r> 
mt^'i^b Lx\>^^^^^:xm-th<D{zmyi^(ytihU 
mmMx-h-^x. ^%mb Lxmim3 ox(i3 1 
sdm(r>y\cv<7)m&v^/x{mm ■ mmcnismm^ 

n b ^mwLb -r ^ gm^iiii, 
[11^3 6 ] H c v(r>^mtx//xiimm ■ wm<7) 
miiiUmb ix^^^&^^ihm'ttcom^^^tim 
mmmx-h-yx. ^^mb ixmsm 2^3 A<r> 

\wmmmtmm 

[000 1] 

\wfi(r>mthmi%m\ hcv {qw^ 

^A)VX) S^tZiOHCVS-JilStdi.t hCDSl 

HCV$:liiliL3l)t hCDSl Y'yyXi;^ 3.--/'?^'^ 
t MftiRj^HC Vig^lCj; 0 HC V^Ji(SL 9 l.f^t h 

m ■ ^<7)immmxiimmmcr>x9 ')--yyi5m 
t^t>lx9 o-^^yyumizxm^i^ti^ncwcr, 

mm//ximm ■ ^<^immxmmm^. 
utii^mm&^bt^^mmzmth . 

[0002] 

h^UCV {cmji^^^ -I )UX) cr,Mii=Fii. 1988 

mzT?( V AcoA^ n yn(om^mzx 'o-^m)9 5 0 

0iS*^toRNAjtf5^t LX9n--yyti<^j:^ 

x.m& (c 1 oo-3Siii) ^m^^^zhhsum'^i^ui^ 
m^mmti. H c vsf^(r>m^Bm:fjmti^B, 

l,zmiL^tiX\>'^t, z<r>ucviiyy}i^>(;ixmi>zm 
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en reading frame ; S&'mm) ti. ^JtSSM^ 

(5' ij*^^>c^^, Ei^^, E2mm. Pimm) 

2mm. NS3M^, NS4^^. NS5^^) ti}-^ 

rse ) $r . N s 3 mmii^ ^ ;^x^^3^^^g^7•pr 

r— b'iSttSr, NS5mii(4RNA,-Kll^7— b'iSliS: 

[ 0 0 0 3 ] H c vm^immmtthmm o . 

DNA*Sjfll?f75n-f h'P^tii- (SAP) Tot-:?- 
itfE^^OTlTiiltCif A^ilT V^-S D N Affi^JSr-ifO D N 
AJ ^ALit h 7 yxv-'x- 7 (!^IB^9 - 9 9 

65^i;^fg)-^. HCVi3|5i7)cDNA*i^A$ilTV^ 
I. CSIFFiji|tT;H!lft ( 10-84813^^ 

fcV'^XXti-ecT)^ (1til¥ 11-123035 

$8)^, bhHCViifEl^^i)!|%^^'fLHU#gtt^Wtl. 

mmzmKix^cr>miFF^m:tm'mm^'^x 

(#IBT1 1-2 6 67 3 9-^^^fg) #£7)CMI}FliltT 

^zi5\^xm^\.zMml^Ltzt\<^om.^^t^J:^tLX\^ 
[0 0 04] ^/i. Hcvmmm&tLx\i.. m^x 

{i^y:?-7xO> ( I Fn) wmm%b^tiX\^ 
^C7)I FN{4, ifflBaaffi(C#|£-tl. I FNUrT^ 

^-wmrmm.x h c vmmm>m.\!zm 
<tntt^iix\^hf^. QWkimm%±mm^ 

30%tSS-?TV^S, l5IR{f. HCVjtf£i^S*n b 

Hcv-RNAa^iii^-^^vxt^. 'mmmmmm 



^^^m<stgM^. jiii/j«'>ffi. m^ji}i 

[0005] iijfi. 7p< 'i-hmAuy^om^^iZi. 
0. HCV<^xy'<.n-TSeE2®i^^rn-7'i:L 
•C b h T U ( E 2 1 <0ilS^1t*«SV>iffljia^' o- 

y) 6*cDNA%3S7^y7'J-*^/^E2^^^i^cO 
X"?^)-- yyif'fshix.. b h C D 8 1 ^^-^^'E 2 i; 
^-fh >! t C D 8 1 ^^±iOE 2 ig-^^Ji*^' 

HCViORNAfcife^t, ClcOig-^HCVjS^^ttJfP 

•ri.DL«stciOltW$ni>-rfc*^IB^$ttTt^l> (Scie 

nee 282. 938-941. 1998) , ±tz. HCV<7)E2{4bh 

c D 8 1 ■^^'fhmm.mmi^.zi^'^thifi. 

Y=7Xn—V (tetraspanin) 7r5'J- (CD9, C 

D 6 3s.t^cD 15 1) ^mi-^hwmui^^^. 

E 2 t7)iS-^**ib h C D 8 1 ^ -y h R B L 

(eJlllJraW) ^KM3 (ll^«) fcbMfffliafC- 

(ig^) ^c{icD8lJ^^^'|.<7)b^iM)}a^$sw^^B^{4^^^ 

^i:$il^V^>Ii:^. '^0CD8 lc7)^)}a^'h^^ (EC 
2) tt'tCE2i:c7)RJsE (fe-^) ^^-:f{tTV^I.!^^cO 
4'3<7)T5y|g*«#^ttl.it^, CD8lc7)f8ji{4E 
2iOl2i6tK^-Ci5S^i:^. E2|*|i^CD8 1i:<7)K 
)C (M-^) li«(C4 8 0. 493, 544, 551(507 

E2tCD8lcORJ5 (i^ 
^) {4miltgS:K^^-tl.^i:*^'fgSS^i-C(.>l. (J. V 
irol. 73, 6235-6244, 1999) , 

[00 06] fii»;^r, ^WiA)Vxv^y^~(r>y'yyx 
V:L-'y ^mm-^'^ixx % kiiK •^A)vxmmf^ 

\.ti:iJ*->fz%,<r>%>hh,miM. bhCD4i:bhCC 

R 5 &(5|B#t'^]g§-tf/ii|!}^«c7)^, H I V- 1 {4 

mmuzmx-fht^. mMYmmh-h^Mtwm. 
\iz^'>xw£h^^^'i^ifmL'^tvxii'^ . bhCDsi 

■C i H C V \,z%m-h *^S*»(4^-^ T^'5rV ^ i: hi?t^t;: 
\^}i<r)^\itSi%flX\-^h (Hepatx)logy 29, 990-992. 
1999) . 
[0007] 

^mst-imm(r>im'k h cvi,zim-tmm<oimi>z 

T^^XXhli}^ HCVtib h t^WN-yj/'-t- 

(Titzisbmvuim^tixii. m£<^tLb. csffFiJit 

#cojfli?f5r^yvN°yv-caALTl&5!S$ii:l)^t*»^ 

< , cmmm ■ mmmmw)Mj:h-r. wm^ 

d S b hRt/i-y^<yi^-m\-(r>W/m'. h c vrnkiz 
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[0008] *l&BB<7)i||®{i^ t^i)^:hcmfff^cr)^m ■ 
HCVSrtiilL^I)bhCD8 1 hyyXi^ji-y^W 

hmmmco t h c d s i ?^mi:mti c: t 

l\zhCD8lhyyx>'x.--y^nt.hmm'^. HC 

(Dx^ ^j-^y^lom'. t^t'hx^ v-^^y^tmi^z 
Ws^^mkthMzhh. 

[0009] 

JSMX{iV'^xi*<7)Sf»IBl3 1 h C D 8 1 mkl-i: 
mX-ft^bUzi:^. hhCD8 1#Aji€Ki^f63S« 
Xtit bCD8 1 h^yXi/x-'y^-^-^X&fmt. 

>in^>hNCD8i m?MKi-%mmx\i^ h c d s 

1 \>yyx=j3L--y'^-7^xi\{Cvi,zmk^'^hb. 

z.ixi>mmmzh\^xnc vtiimtt oh:Lti^\^ 

[0010] 'tti:hhi¥'^m\t. ncvmmizi. 0 HC 
v&tili L 3 ^ i: i: -r t b C D 8 1 b 7 

thCDs 1 vy yxi^ ^:=.'y 9m^vwm {mm. 

2 ) *5fe{ixTlM.CD8 lSf5^^SE*%fe»± 
T^XMt. *»OhhCD8 1jtfe-?*i#A$^l-CV^|,C 
i:S:!^^i:-ri.iS*JaiX{i2iEi5iOt hCD8 1 h7 
y;ci/'x:i>/^'^^hht!j!|l!i(lt^]a3) ^, ^^thlftft 

V^-m3&«C0t bCDSl h^yXj^'x- y^'^th 

i6!ii5 (1*^4 ) mmmmt^. ^^xx-h^nt 
imttmsm4tmcr>\ihCD8ihyyx=jx 

-■y^i^^zhm^ (it*3l5)^, -^^XtiK C3H^ 
D8 1 h9yXx'x-«/:7^^h (lil^6 ) iz^ 
[0011] tti:^^mii. h h C D 8 1 ilf^^ff t 

mizi^mL. ^mm^mmmt:mi. mttitzff 
0t mmij^mnit b c D 8 1 mii^=Fi:^-tnmt 
hmmmm-i^tmmtthncvmmizx>oH 

CV^tmt^^thCD8 1 hyyXi^ji~-y^'$J^t 

hwrnc^m^-m (mmi > t h c d 8 1 mirF 
hm<D^mmm^«miz-7>( ^'a>f ys^-x^ 



tifzimh mmij^i^mi^i h c d s i fifsi^$r#ts 
m^tmmrMm-hzbizx'on(:>tLithcD8 

1 h7yx>''x->y^f^tMj)!^i:. ^^hUSmcfili? 

srM t3giE L . hmc D 8 1 m^im¥$tim 

±X'XW. L . A^Oh b C D 8 1 af5^^*>m$<lT V ^|, 
^ff^#l.^fc^^S8!i;-tSHC VjS^C i 0 H C V ^ 
iiiiLdl.t^CD81 hyyXi^j^-'y^^^hhWm 

<7)mkm (i8««8) »^ja7X(48iesi?)Hc 

VjS^tCj;0HCV$rii1sL^SthCD8 1 hyyx 

i^:c--y hm'^mmumizx 'on^tii zt^ 

#mi:-ri.hhCD8 1 hyyxi^:c-'y^^^t hm^ 
[00 12] ttz^^^mii. HCVmkizX^UCVi 

c D 8 1 mmm mm i o ) hmmi)^ h 

CV^(3j:t3HCV5:Ji(sL-5SbhCD81 h^y 

xi^x~-y 7nt vmm:ht^ t mmttrnm 
1 oismco^t hijj!i^ifji**c7)h h c D 8 1 mmm 

(mmi 1 ) hhCD8 1 h7y;^i-'x:^v:?^^ 
b hWrnHK **fiifCV^I. C D 8 1 «^«fig35i«^ 
i^lXXm U . *>-^ t h C D 8 1 JIf5^*m$nT V ^ 

shbcD8 1 hyyx>'ai-y::^i^\zhmm:'$)tz 
t imittmm 1 1 tmcow^ hmmm^m 

t hCDSll^lia (lt^«l 2) hhCD81 

m 1 oimm^ M!jwaii*c7)t h c d 8 1 mm 

t mmmmff^ii h c d 8 1 ^Mja ( is^jb i 

it^i<Ji 1 4 leacof M?iwiie&*c7) t h c d 8 1 3% 
3sai!ia (if^JSi 5 ) v^x^^, csh^i^^'^;^ 

t h c D 8 1 ^SiMBa ( if*Ji 1 6 ) tinrr 

[00 13] ttz:^^mii. hhCD8lS-3-H-rS 
cDNAi:, rot-:J'-i:, xy>'^y^f-fc^-g•t^^ 

ffli**i0^ijfflMch7yx7x^'v3yL. 
y;^7x^x3y$ix/v:«&i^«L, thCD8lSr 

-ft (if*3Sl 7) t hCD8 iS^i^Sr^^tS^ 

mim (if*«i8) izmth. 

[0014] ttz:^^mtt. m^mi o-i ecov^-m 
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■ fpfi-ri. i t mm-ti h c va)mm// 
y-m (i»*«i 9) ii*«i-6£ov^-m*»Eis 

ijfti.Hcvcoii3^t^/x«iiii • mmmmm^ 

■ msti> z t ^mLbth H c v<mmm//xiim 

CD8 1 h7yxi^ji~ y::^^^h MfttilcJ><i>*>ti^M 

ti. H c yffym.m/xi,mw» ■ ^mminxi,i 

^TT^SL. wsmmzamncvffymR-f// 
xm^ ■ ^<mm:m% ■ mmt^ ^ t ^mit-t 
I, H c vcr>mR-(//xmw> ■ mmmmmxm 
^mcox^ v--yf^m mmm2 2 ) it^js 

i'mh«mih(>i)^tibucvizmk^-\ttim. m 

mmik^L. m.nthwmt-^i^n'^tLmmmi^zm 
I, H c vc7)m.m/xmm ■ wmcom&m^ ■ w 
mti z t ^mw, t-ti>nc v<D%mi.u/x\m^ ■ 
im<r)mmmx\mmm<r>x ^ v --y^nm ( m 
im2 3)^. Hcv(r)%T^m/xi<mm ■ wm<^n 
■ mmf}K msmizmiHcvmB^m^ 

■ mmx-hizb^mLttmumi 9^23(7)\^i' 
tii}^m<DncY<DmsLU/xiimm ■ mkmm^ 
nximwrncox^ u ~=.y:/um ( msm 2 4 ) 

il*3ll~6(7)\,'.-f^i*^ieac7)t hCD8 1 hyy 

xV:L=~'ynvc vmMzwmmi^kH-^htmz. 

%)i-fh¥LQV(^mm/x\t'm ■ 'min'smm 
x\mwm(r)X9 ')~=.yyi5m (ii^JS2 5 ) ^, 

HCV<7)^S2ai^/X{±Jg1i • 1»)SiS<7)S!l€ • IF« 

mrnmx^ u-~yi^ijm (a*^2 6 ) hc 



mxiimmMcox9o--y^^ijm (n^m2 7 ) 

iisLm'p<ommtiK jy-yr hyy xy^^y- 
■^XiiTX^-^y^ymr ^./hyyxyj^y — if T'$) I. 

xtiJis ■ wmmm!mxmmm<7)x^' u-=.y 

y-nm {mim2s) wcv<r)mjm/x\.tm^ 

■ ^m.mm^ ■ mm^h\.zmL. t h c d a 1 h 

yyxi^ju-y^^^y:. MJlDt |lISc7)»4M#t YWm 

mmtim ■ m-th^b ^mLt^trnm 1 9 

^iO{gji«x(±jf[iSiJ!B!i®m:J'y--y^^^rs (I* 

[0015] ttz^^^mi. is^JSi 9-2 9«oi^-m 
mmcr)wcv<^mjm/x\m^ ■ ^(onimm 
xammmx^ y --y^^umizx m^^mzk 
imLtt hiicvff)mm/xmm ■ ^<Di^m 
m im^ms 0 ) Hcv^y^mf/xamm ■ 
^<^mmm\ c d s 1 ^zna-^r^-x hx-h^ 

ximm ■ wmmmm m^ms 1 ) ^, ii^jii 
9~2 9ff)\^^'nitpsm<7)ucv</)fmm/ximm 

■ m!i(^{&mKxiim^m(7)X9 u--y:/ijmi>z 
cfc '^mti^ 1 b immt-t^ ucv<om,m/xii 
mm ■ wmmmn (msms 2 ) ncvcom, 
m/ximm ■ wmmu^¥. c d 8 1 iznt^ 
7y'}^^~xhX'h^zti:mktt^m^m2im 
cr>Hcvcr,^^m/xmm ■ mm(7)mmm (ns 
Ji3 3 ) Hcv(7)m3x//xiimm ■ mmcomm 

m. xmmizm-^'mm. 9vmmL<iimm\ 
X'hizti:mmbthm^m3 2§im(7)Hcv(D^ 
m/xiimt^ ■ wmmmmM im^s 4 ) ^, h 
cv(7)mm/ximm ■ ^coim^'^b lt^^ 
im^mmtK^izm^^^titmmmMX'h'ox. 
mi^^b LTit^JMB ox(i3 iim<^iicv(7)m. 
m/xi±mm ■ mmmmmm^^t^ >i b mwi 
bi-immm m^ms 5 ) Hcv<7)^Si.ii: 
/xamm ■ m<7)nmi:imb Lx\^tB^i:imt 
i(7)izm\'^(^ti^^mmix'h':,x. ^^■^btx 
mim 3 2 - 3 4 <7)(, ^-rn*«<7)H c vcr,^mj/x 
xmn^ ■ mmmmm^^^^zb imibi-i> 

100 16] 

mmc^mmmm] ^%mi<z}5\^xHcv!mi,zx'o 

h hm'^b {4. t h c D 8 1 i^m-ri> z t *^'-c-# 1. x 
3 . b h c D 8 1 jif5i^<7)#A^ fc'^^t h mmzm 
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mcr>Hc vmmz x'o^^th wm(7)fmm'\mx uzh 

C V$-Ji)iL ^ S h h C D 8 1 b 7^:^ i^'x-.y 

v-^S-rtAWS i/i. V^J^fctTti. C3Hm 
(:J;OHCVS:ia«i-rSii:*it'§l.t hCDSl h5 

yxi;^-'y9^^\Lvwmcr>wmijmz-:)\^x. the 

[00 17] hhCD81iife^^cOf^a!H»$-3-H-t 
I.CDNA (0IU{f. EMBL/Ge nbankf-:5' 
^Accession No.M33690)$:. 
xyAyHf-i:7'Qt-:?-, 0iJi.{fCMV-xy/Ny 

;K';Ai^/-f;He^J. ^;cK7t''y h/3-/Ot'y4f; 

Acr)±gi[tc|fALfv:^AjifEi^&m^L. |g#AjtfEi^ 
i'7^x^m(Oimmmz'7A ^u^ y^^x^'S^a y 

•>xA><i>mific D N A^i^-r-&ff-7'>^ 5:aiJR-r^ c: t 
tc J; 0 h 7 y X X :^ -y ^ -^^xinrnth Z t *>'T'# 

I.. ^m9^(r)mm^mxijmmizm^^tihhco 

Tli^r < . ^' o-f y y'x ^' 3 0 icxp 

SAfifSi^OiJttg^W 1 MMtz D . ^Ji.{±\ 2 0 0- 
1 0 0 Oii-^J&W^ Ll.^. -eUT, cDNA^Wri.ff 
^'^^XOSim. V^XfOm^iOfflDNASrttffi 
#AUctbCD8iafEi^&rn-7'i:-r.&K y 

iZtjV^Tti. hhCD8 1jife?<7)5f^M!H)Sr3-H-r 
|,cDNA{C-ftxT. f-y^N-yy'-CDSljttei^cO^ 
milSrn- Kfl. c D N A&fflv^|>^ .fc^i-fl -5. . 1^:1 
±<7)J:3'5rb7yx>''x:::>yi?'e'>x{i. (?ll;t{f rffji 
fi^I^.'NyKy-y^'j 269-276, ^±tt (19 
9 6)^. ^•?^xMffym'7~:u7fU^ iEitm ( 1 
9 8 9) =5rfc'iO»*StfJ^-, -cfM-r^ C fc *^-C# I. « 
[ 0 01 8 ] ^i:«i0^ll^lfilii1-|>/i^t, 
mS^B^^l- 1 h C D 8 1 Sr5^$-frl. ^ 1.^ 
mi^Xf-M,. P 1 7r-yW«it»«C r e 



itCre/1 oxP^Mi^^^T^ (J. ^k)lecular Biolo 
gy 150, 467-486, 1981, J. Molecular Biology 150.48 
7-507, 198U ^'?'^X^ii(-7-j.Tfl' ®f5^»A 
tmf^'P'ii^lZi P245-250)t;J:'9, thCD 
8lhyyXi^3:-'y::^'?^X{:im-ti>:iti>X'^ 
-S.. i^j:h-h. rot-^'-ilfe^i: 20i0 1 oxPiE 
^Ji: -!-<^) 1 o X PlE^iJStlf A§<T^v-;&-j»£^ i: 
5r#tf<^:?-. 0iJ;c(f, pCALNL5, pCALN 
LW, pCALN/pBR^C7)/<:?^-(cj5(,^-c, 
(Ml oxPiE?ijOTjSCthCD8lc7)cDNA$:JfA 
C:c7)t ^CD8lcOcDNA*^A$^ifc'<^':?- 
Sr-7>^ i7n>f yi/x ^? 3 ya^xi^^ ho;K^->- 3 

ys^c7):^r^-c'^wt=#AL. mAmcr>^mm^fSM 

^msii-h^t^zx'o. mmmmi>z\zhCD8i^^ 
m^-t^^tti^x^^hyyx>=x~y9 -^^x^tm 

t^^tttn-^l, ^(7)hhCD81i5|5(O^A3IfEi^ 
(iX-f -y ^y^^iemSfig^W-rScOT*, h h C D 8 1 h 
yyX=Jx-y9'7'^X(,Z)6\,^X^hCD8 1^^^ 
■th^^. SMcDNAc03%3^$:jrpSlJtTV^§ 1 oxP 

r ei&iii=Hmi7Ty^^ JUX (SSfi^-yAy 
i?RDB-1748) imk^-^hlj^^^mft Z t 

ifiX'^h. 

[0019] ±ie^'>X(^^IPi: LTii:. 0iJ;t{f, 1 
29/sv, C57BL/6. BALB/c. C3H. 
SJL/Wt, DBA/K DBA/2^{Ci5fe-ri>-7 

{iX^^tiK hyyxi^s^-vC'-^^x^m^mz^L 
0^^X\ Fl V'^X<7)^|pS:fflv^S 

ZbtmtLu. tfz. :icr,Xd izlxnMitzhhC 
D8 1 h7y;^y'x-y^-7'^x^, -^^xcdsix 

^vn^X (EMBO J. 16, 4217, 1997) bMLmi^-t. 
V'>;^CD81*<^ML^t hCDSl h^yXi-'x:^ 
•y^-7'>X^f^M-r«.ii:**T'#l.. ±ie'7'>XCD8 
l^;Sv'>x{i, ri;_y^_y.^Tr^y^'j ^±tt 

( 19 9 5)^, rffafs^X^ny HT-'y J 2 7 7 
-283, *±tt ( 1 996) l=tS!^^#l!I-rS::i:*«-C 

^Lx. -^^xcDaiifixmLtzthCDai 
hyyx'Ja^-'y'^'^^xii^ Hcvcomk^^rmnf) 
i>b^t(>til^XKftUK 
[0020] *|&BBtCt>V^T H C wmkliZj: 0 H C V ^ 

mmio hmmmc^i^ h c d 8 1 f^m^s, 

tl±. \zVCD8 1^^mi-lZki}n'^&^olZ^ t 
h C D 8 1 3tfEi^c^^A=Srf^^t M!itiffFliBb*OW)ia 

lifctti. AA^ex^^^ii-ciD <o . mtm c v^wm 
m<7)mTX'<7)mm^j: t'(r>HC v<r>^ y t> qS^i: i 
0 , b MM4!|iO|ffBli*co«MSA L^v! H C v*«. 
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Bm^^mm^^^o, ttiifi-yX. bhCDSlJi^ 
[00 2 1] A^A^SHCViSgStliOHCV^-iid-rS 

^bt-x't .s^Nt vwmmm:.<r>\:. h c d s i fg^iai 

SafcLTtt. HCV5:Jii|gL3l.thCD8 1 h^yx 

hCDB 1 h7yXi;x:::«y:J'^^t MJi!|*i*«**(i;tT 

V ^ 5 C D 8 1 Jilg^^'lftfefri-C'^M L . *»o h h 
CD8 l)lfEl^*>»A§iiT».^'?.t hCDSl h^y;?. 

h h C D 8 1 ilfS^ Sr^A L/i«1*^f?iJS^-ri. ZL b 

i^c. umm^^mmmmbLx^i. cs 

»*t<. He pa 1-6 (^-^^BRS 

OT. ATCC CRL-1 830) . Hepa- 1 c 
1 c7 (•7'>>?.)rF^«, ATCC CRL-20 2 

6 ) m^m^-fh zbtiK'^ h . t^t^mm^mm^ 
M^tcb h c D 8 1 mB^^mxLtimtMsmm: 

I, 

[0022] HCVS^tj!t'$)SbhCD81jtfE^<7) 

'7^xji\-i^mmizMm'fwx-t6^bt,zx'oi¥ 

m-?>^bm'^^. J;Oif*:TOi, bhCD81& 
3-h'-tl)cDNAi:. 7°at-:?-i:. xyy\y-9-- 

^h7yX7x^'v'3y$il7tWBaS:tS«L. bhCD 

8 1 ^^^m.-tmiiMmimmi-h z b izx oim 

t.hmmm^mBf^mmi>zmii=Fmxi-hijm 
bixi±. ^^x<mtix^^iv ym:f})i>"yj^m. 

y^y^yh^ SV4 O^corot-:?-?:. xyvNy 

7*5 y. -."^j^^giJ^ory y. >fyxyy. sv4 
0. c-f os^oxyMy-<?--5rftii|sWtiff(S^-f-S^: 



[0023] ±fe*^Hfl£7)HC VSIfttCJ: *) HC V5rii 
<iL3SbhCD81 h7yXxxri-y:?^^bM!|!B) 

Hcymmzx*)Hcvi:mmt^zbti<T^m 
b hiiiinffFiii^c^b hc D 8 1 i63iiffliia{±. cmsf^ 

f^mizm^^^^biiK'^h. ar. ^ii^^thCDsi 

h^yXi^'x-'y ^#b hilft^^^b hij!tllfflIi*3RC0 
b h C D 8 1 f^flac^mtCOV^tiiBJ-rS , 

[0024] ±ie^^b hmmm^m^:. b c d s i ^ 
mmt:m\^hiicv<Dmm//xiim • mm 

rmmxiimmmcr>x^u-:^y^ijmtLxii, 
*>§bhCD8i^««(iffliiai*) bwikmmbi^ 
yh'hv^x-mm^ithm. ht\'^mm^itfzimi>z. 
H c vmL§.m^M%^titzim(r>'^^ fuxm<r>mi: 

y(DmMx//xiimii^ ■ mmcommm^ ■ mm-t^ 
limimfh^bijix'^h. 

[002 5] a/i±IBbhCD81 b^yj^i^'x-y;? 

^^b Ywmm^^t^cvffym.-m/ximw> ■ «$8 
<r)mmwxi.immmx^ y --y-z-nmb lx 

^^b Mft!tJj*»^>f#<bni>ffFiNB)iaX{4ffFffltlliS:M« 
c^'^ ;l/Xii<7)iflim <7):i?ST-C-tf S t . IMF WlctJtt 
I.HCVc7)^31Jtt>'/X(±lM1i • It^oSJ^SrilS • fp 
ii-fl.:trffi^. bhCD8i h^yxi^'x-v^'^^bh 
mi\,zih(^t-tiibwmm^^H-Ltzm. m^<^^^)u 

hi!)!B!i*^^>fi'^ni.iffwct5tt !> H c v<7)^mm/ 
xamm ■ wM(7)mmm^ ■ mm-thim'^. the 

D8 1hyyXzy:L::iy^nthWmih(^^^tm^ 

(o^^ji'xm<osm?:m\^xHcvizmi^-ttz^. m 

^^b hmm^j-i^m^ti^mimxiifmmimmsm 
^^rx-imt. mfmMizmiHcvcr>^mm/ 
xmm ■ mi<Dmmm^ ■ mm-r^iom'^. the 
D8ih^yxi;x~'ymthwmih(>i}'tm^ 
<7)^-i fixm(7)Mmi:mi^xiievizm^^w^. m 
mumiSi^L. m^thmm^-^ni^timmmizti 
mHcv</)mAt//xiim^ ■ mi<7)nm^m^ ■ 

[0026] ±m(r>Hcv(Dm.m/xiim^ ■ mm 
coi&mmMxammMcox^ u-:^yyifmizmi 
uevco^mm/ximm ■ mm<7)n&<7)m^ ■ mm 
b Lxii. immi,zmhncvmm=F<7)mm ■ mm^ 

^im\<zm^thZbifX'^h. HCVjifEi^i7):g!tti^ 

m^i^mb Lxim\,zmmixt t<o-cmi^*-', mt 

{fRNAttUtl^'y h {B^'J-y-^m risogenLSj ^ 

b) m^^x. wmmR^m'it^w^L. mm 

(GIBCO-BRLti^ rsuperscript IIj =5:i:') $-fflV^ 
•Ci®R¥?:m\ ff^>itl.cDNAS:PCRtcJ:'5Jii|i 



!{9) 00 1-299 140 (P200 1-299 140A) 



tl. R T - P C R^Sr^tf S C i: & . 
[00 27] tti. ±IBbhCD81 f7y;^>''x:::«y 

nm^mfh c fc ifix'^ h.mz. cmmmwrnm 

^(DX9^}-~y'/\,zii\.^x\,i. Hcvc7)ji^*>^>jffife 

m.tx\,zmsi^m-th^m^^tihtzih. the 

D8 1 h^yXi/x-'/^^Nt M!)!f%tC$>^>*>t46HC 

Lxkt. nyLmm^i:>nhixmm.zmmmm 
mmmm ■ mm^^. m hwrni^^^^'i^^tLtm 

mfizbii^x'^^. Bm^mmtixii. r^m 
rn^zmf i>vy^>mi:±i¥bLtzmiimmtim<t. iff 

mMfHx-com^<:ommmmm(7)mt ■ m^^j:t'comm 

^mfmtifiX'^6. tti. JflLiftt'iOHCVilfgi^CO 
mmi. fFieU^RT-PCRSrffll^Sii:j!>Jf#S 

T'j 1 9 97^6^1 5 B^^iSliS^lt. 2 7 0-2 7 

4H) . $^>t:, m^^com^c^mmttxii. r 

yhyyxyjiy—ifm^m^i-?>iiti!iiX'^. z.lxh 
m^<7)^mmmt'm\.zi. m'^h^tt'^x^ 

[oo2s\ t^^x\ yT)V(7)mm>>z'm ^as* lx 

c^i^>t hCD8 1 h7y;^i-'x--/^'^^t Miji^t-e 
c7)|i|)ic7)g4M^^t hij!|^$:|nIii$tffl\,^|,J:i:tcJ:^-C 

'mvK)vx'isjm:]mmi^'t^zbifix%h:ibi}- 

xmt^ztmtL\.\ 
[0029] :^^mcox^ V --yynm^zx m%^fi 
hwcv(r>%maf/ximf^ ■ mm(riim%mx\m 
mm.\i.. ciysi^znthTdr^xYxiiry-^^- 
xvxhh-^m^hhh. tti. \\cv(n^im.u/x 
■ ^mwmmt. cmMmzm-^mm. 
mmx^ixbrnm"^. ^w^izmhmwmi'mm 
m\,zm\^h^tifxth^w&ifihh. mm. ±.%ix 

^ >; -=^y-/:}jm\izis\^x . h c v<r>m^-m<nmcim 
c^S-^Ji. cmM-'A(r)=fmm<r>xif^)-=.y'/\,zmL 



•ctj 0 . m^zwcv<r>mmt(r)wmi'^<r>nMi. c 
m.ms^m\m^<DX9')--y'/izmLx\^h. m 
wcv<;mm.xf/x\i!m-^mmm,t. 

ncv(Dm'mM^-\-^tc'^'f)vmMzi5\^x. hcvo 
m^^:%Wz^^'ttz\^^^j:}i{z-^mhht^t 
hixh, ttz. ±iBHCV(^^3iai/f/X{iiii@-^^ 

<r)immx\,tmm'Sit u-cji. mm. m^. t h 

CD8 l^Stt^^-r-S.^WN°^WO'J;yyH. ^cry^y 

[0030] t,fz'^cv<rmmLXf/x\mw> ■ wm<n 

^fp^|J^'i^^h \.X\^h^M^m^:th(r)\zW^K^t:>ixhm. 
[003 1] 

^^m(r>nm&mu^t^hmsii.mizx mhmm 
mmm i ( t h c d s i m.-^'^mfmcoi^m ) 

Gene B a n k±<Ox-^xy;^?r t hllPCRSr 
fflv ^' n- - y Lfc t h C D 8 1 S: rj - H-r S c D 
NA2 0/;tgSr. y3-r^'^yrQ^-:5'-2$.yCMV 
-xyyNy-9--Sr^-r-&^S<:5'^-pCAGGS [M 
*:*:^E^a5<7)iljttJ3f-fmJ; ; ifcii (Gene lo 
8. 193, 1991) ] ic-y-T'^n-yL. 
-?r 1 fx gcO^^^V'f i^yitttitfE^^^tfr^XS H 
pMCl-neo-polyA (StratagenettS) i:^lCC3H [V^ 

9 3 i-^^x^m^mmm. ATccx<omx) . s 

l/MMT (V'>;?.?ljiSfflJiai5Ic. ATCCj;0)iA) «0# 
«mcxl^^ho,-Klx->-3y (4 0 0V. 12 5// 
F) -r-&c:i:fcJ:0b7yx:7x^i^3yL^, 140 
tk. hyyxyji^-^3yltzmmilms/mi<r>G 
4 18T-M^L, m.Ltz^a-yi:miL. thCD 

8i^-?^xmmmimuz. ^c7)thcD8i^ 

3i'?'>XilJjaSr7-f 3XUhUy (PE) Sri^^UcDi 
h hCDS iSift (PharmingenttiS) Ti^L, 7D- 

h;<h';--r't hCD8 1^3SfXbS-ff-97tl£ 
^«ti3V^Tb hCD8l3&^'ieiUT^^|.(?)**li 

mx^fz (HI ) « 

[0032] SUfi0>J2 ( >f yh> o-C<^HC Vlg-^g5 
yt';i<lCi5V^T. HCV^^ftT'J)l.hhCD8 1{4 

mmm^zm,t^ *^ h c v^a^wi^iFF^fitt 

JcSi*-r-l.ii:3&*f8S$iiTV^|, (J. Imnunol. 155, 1 
229. 1995) . -et-C. ifflJia^OHCV®Sstc{4. U-b 
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r^- (bhCDSi) i:coHCVc7)jg-^, mw^<r>w 
C Vi^ff A. aeiart t'c^H C V<7)iiJit v ^ ^ iP-^Sr < i: t 
3o<7)Xx /r*>'j)0. -e::t% ^-fHcvcobhCD 

[0033] thCDSia^aiAlCiOthCDS 
\^^^h%%m\XWk\.fzC3W. CMT-9 3 

^^y^MMTC0# 1 05«t . h h C D 8 1 JtfEi^*« 
A60thCD8l5r^3SL^V^C3H, CMT-9 3& 
l/fMMT(0#l O^iNHSat^. HCV|mf.«**i01 
07jyj:cO'>'f;UXjilfS::frS«P^rJ(ilJ«i:V^oLj:t 

3 7r-ciB$^^y^^<-hLfc„ z.ixhmm:%m 

lglci*-r |.4«iliaS*-^#^$ix/i R N ACT) 1 0 %Sr 
ffli^TRT-PCRSrfiroy-c, i-f. ±IB*aiL/v:^R 
NA (-l;ug) {Science 244 , 359, 19 

89) ISiJ<^HCVcoJ§Sie?iJS:ti:lCf^gU7t+^#^ 
W'Srr^'f'e-isjite^^ (rTth DNA polymerase; 
A-dfyx/uv-as?) t^iOcDNASr-^^L. 



)PCRS:ffV>cDNAS:iiil$-<t (#3 (i^A"? 
)V) . ;OPCRM!t*)<7)i o%$-T;yn-;^y;p«^ 
il (3%) HCV(+)igS-^aiU^. 'Srfc. P 

CRR^Ett3ttl.r5^V-i±i2:JCiR (science 244, 
359, 1989 ) iaii<7)H C Vc7)lg» ffi^J^ i, fc (cf^ \^tz 

[00341 ai*><^>. thCD81jt^5MIA<^C 

3H, CMT-9 3&yMMTO^$Bfla-C{i:l^-fil<7)|B 

■a. bhCD81S-#AUchhCD81&^3i1-|.C 

3H. CMT-9 3S.t^MMTc7)#«'C1i. V^-f^ic?) 
«B)l^tC*> V i H C V h ^-g-t •& >! i: ^>7!)»i: ^-D 
tz. Z.flh<r>^'tii^t>. HCVUrT^'-t'^l.hhC 
D81^<7)HCVC0ife^(S. |ffJ8. ?U». 

h h C D 8 1 (Ci^-^-r S ^ t ti^hi}>'ytz. 
[0035] 
[111] 
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C3H 


CMT-9 3 


MMT 


hCD81 


hCD81 


hCDSI 


hCDSI 


hCD81 


hCD81 


+ 




+ 




+ 



















[00 36] Ilifitf!3 (^yt'hnt'iOHCV^SS: 

thCDS lfciS-^t/SHCV;!)^hhCD8 13% 
S^-^X^F^KlfSAT-^ *\ fiAf^l^i^ifflli 

mmz. bhCD81jHK?S:#AUv:C3H, CMT 

- 9 3 mMmTa)^mmt t h c d 8 1 m&^^mx 

C7)C3H. CMT-9 32it/MMTCD:&«^fflV\ ; 
^l^b^lO^ifflllBS:, 1 07Ul±i^>>^;p;?.iiS::fi-r'I.H 

cY-^^mm^Txtm^Tx-eBmrnt. 4 

SL/::*aiiaSr>§)SL-CikRNA^mSIL. C<7)#i|tLfc 
^RNA i-lug) S:fflV\ i^MWr^-^-?- [5' 
-TTCCTAGTCGCGCGCACACC-3 ' 
mnmi ) ] tiSaS^lg (nth DNA polyneras 
e ; y^-^yx;^-7-^i:i^) izX 0 c DNA^-^^t, 



2gH5iOPCR$:ffl,^cDNA5rii®$-a: (#3 0-9-^ 
. c:<^PCRM!|%<?)l 0%Srr;!fo-^y;i/€^ 
i^il (3%) (C*Ht. HCV(-)^$::^aiL;^^. 
PCRRE4:iD(t2.r7^-7-o«-grii-t LTti. IS 
|®gc7)PCRt:'{i [ 1 s t-F : 5' -CCATGGC 
GTTAGTATGAGTG-3' (ie5II#-^2), 1 
st-R: 5' -GTGCTCATGGTGCACGG 
TCTA-3' (ia?ij#-t3) ] . 2mScr,PCRX' 
a [2nd-F : 5' - AGAGCC ATAGTGGT 
CTGCGGA-3' (E^J#-^4 ) , 2 n d-R : 
5' -CTTTCGCGACCCAACACTAC- 
3' (ge?iJ#-^5) ] Sr-eil^^lfflV^-t. ifemSr^2tC 

[0037] 
[«2] 







C3H 


CMT-9 3 


MMT 


hCD81 


hCDBI 


hCDSI 


hCD81 


hCD81 


hCD81 


+ 




+ 




+ 




HCV 















[00 38] a2*»i?>ii)*»SJ:atI. lUR (CMT- 
93) aiXfeU (MMT) **<7)thCD8I%ilX{i 



^f5^<^V^-filcO«*»4> t H C V ( 



)g({4«!ai-C# 
(C3 



(?1 1))01-299140 (P200 1-299 140A) 



8 1 i^msfmm ( c 3 h > ij^i^m ^> h c v (-)^ 

[0 0 3 9] HJtm (V^XCDSl^s^^MUvThb 
CDS 1 h7y;^i/'x-7^7'>XC7)f^S?) 
USSfi^l 1 ^ZX m%i^iXtch h C D 8 1 ^JK^' ^- (pC 
AGGS-hCD81 plasmid vector) Sr^JH^Sa 1 I tH 

i ndllltm^TflJiffL. r;ya-;^^r';^^^|j, 
f^. i3X^2. 5kbc7)DNA8irn- (1112) J-Gene Cle 
anil kit (B i o 1 0 Itt^) ^ffll^TSML, ^iOffi 
ML/iDNAS:2ng/ml (7)211^1:5^ I, i 3 izM^^ 
X'WSil. Flvn^X (C5 7BL/6V>XXDBA 

/2V'>x) i^s^wt^aAL. mmm^zx ^hyy 

/i3EOhhCD8 1 hyyx>'3i=.y^'7'^XCr)dh 

^leS-tir. 4^>f7°(7)V'>;?.. t'Sri^^t hCD8 1 + 
/•7'>;?.CD8 1 - (H + M-) . thCDSl-/-? 
•>XCD81- (H-M-) . thCD81+/-7'>X 
CDS 1+ (H + M+) &t/bhCD8 I-ZV^XC 
081+ (H-M + ) Srf^t:^. ±^thCD8 1 + 
/■-7'^;^CD8 1 - (H + M-) :5'>fTc7)V'>X{±, V 
•^XCDSl^i^ittUctbCDSl h^yx>^'x:i>y 

^cO*MJfll?Bt«<7)ajM«?-Sit h C D 8 1 Wmm. 
-r-^X C D 8 1 Ijifls ( PharmingenttM ) T'i^ L . *M 
Jfll?S«l)ia±cOt h C D 8 1 mJ^-^^XC D 8 1 
7n— 9->f h 'J -T-Sl^f S c: fc \izX'>X^% b 

[0040] ||S£W5 yf^^'T-cOt bCDS 1 h7 

t h(7)Ji^{±. H c V ( + ) -mL<rMmt<r)}\c vm. 



i\^xmim^^%.^X'^L\>. ALT(r^-yT5yh 

h7yX7x7— b') iUS-e{±^BlT-ri.<Ii:*^'T'g=^V^ 

< t>\^im\ztm*£mimm^^\%^^-^:L'tim 

thcr>immzwmx'$)h. ^zx\ alt^iixast 

m^com^<7)mi.z. jpi-mm^zm^Hcv<7):s^t/m 

mm^m^txmmuz. 

[004 1 ] mmm4t,zx*)%(^tu:i2i'^r(D\ihc 

D8 1 b9yXi/x--7^'-7>^X (H + M-&t^H + M 

J; <om^tzi^^. fifm^ti^x<7)mmx'm'sm§ih h 

CDSlSfii^iOK^? (mRNA) t:miii'rt^ttfiX 

^fz (!13) . -eClT'. 5"-6m.^<r>4 9-(rcr,'7^X 
(H + M-. H-M-, H + M + . H-M+)^-Ct:, 

^j:mmmmLucvi:mk^-ttz. mm^Dpft^ 
mmmmi>z^^^x<7)mimmL. fffmmmcr>^ 
-:^-x'hi>ALTmASTcr,mmm^irz, mi 

mOEtX'ii. Ztli^-?^Xt,Z)i\^^XSla.m^cr>AST 
^ALTcr,Wmi\>^-rtih±^lX\>^^j:i)^'yfz. 
10042'imme (RT-PCRt:iSJfll?Srt<7)H 

c v^(7)m. m/izmammzmi h c vcd^e 
mtm5izxm%(>titz2^-(r(r>}zhcD8ihyy 

XV3.-v^-^^X (H + M-aiXH + M+) iOHCV 

%mk9 0-120 E<rMmm^zii\^h H c 
^'^^x<^wmi?io'mLfz^'^A(r)mmz-o\yx'fi 

fzW:. mmms tmmiztxHcv<Dm^i:^tHcw 
{-m^m^ifz. mzix. v^yvxi^-y^^^-^ 

[0043] 
[Il3] 















H+M+ 


H+M- 


H-M+ 


H -M- 


HCV {-) II 


+ 


+ 







{0QAA\m.3i}>h. ±iebhCD8 1 hyyxi^a^ 

m\\izii\ycwcvmmi::>:.ifihf^'>tz, -H. 

hyyX'J'-y:^^:ffT^'f-?'yx (H-M-at/H-M 

+-?'^x) x'iiHcvcDmmi^i-ucvi-minw, 
■tmtti^X't^i)^':>rz. iti(>cr>;iki)^^. bbCD 
8ihyyxi^j,-y^'?y^xxu. BmM^mmzH 



ht^t^£-ytz, 
[0045] 

[0046] 



(?12))01-299140 (P2001-299140A) 



SEQUENCE LISTING 
<nO> SUMITOMO PHARMACEUTICALS COMPANY LIMITED 
<120> Cells and non-human animals in which HCV replicate 
<130> 132695 
<140> 
<141> 



<160> 5 

<170> Patentin Ver. 2.1 
<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: specific primer 
<400> 1 

ttcctagtcg cgcgcacacc 20 
<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:PCR primer 

(1st) 
<400> 2 

ccatggcgtt agtatgagtg 20 
<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR Primer 

(1st) 
<400> 3 

gtgctcatgg tgcacggtct a 21 

<210> 4 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:PCR Primer 

(2nd) 
<400> 4 

agagccatag tggtctgcgg a 21 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 



(as) )01-299140 (P2001-29914 0A) 



<223> Description of Artificial Sequence:PCR Primer 

(2nd) 
<400> 5 

ctttcgcgac ccaacactac 



20 



mi] 



s 



to" 10^ Ifl? 10^ lOf* 



10** 10^ 10*^ 10'* 10 



lO" 10' 10* 10"* IC 




t^h7>7.y:L^^>h (CaHliJgD 



C3H/hCD81 



CMT-93/hCD81 



MMT-51/hC081 
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[112] 



[113] 



1 Kb 



Sal I 



EcoRI :caRI HindDI 

isss'i V 



ON- ftViS 7>7> Ottit ' 



e £ § f ^ S ft 

* « ^ It ftt s 



28S ■ 

imntb - 

18S . 

hCbSl > 
M.Z kb 




(51) Int. CI. 7 
C12Q 1/48 

1/70 

// CI 2 N 7/00 
C 1 2 P 21/02 



F I 

CI 2 N 7/00 

C 1 2 P 21/02 
CI 2 N 5/00 
15/00 



(##) 



C 
B 

ZNAA 



F:?-A(##) 4B024 AAOl AA14 BA63 CA04 DA02 
EA04 FA02 FA06 FAIO GA12 
GA14 GA18 
46063 QAOl QA05 QQ03 QQ08 QQIO 
QQ26 (IQ42 QQ61 QR77 QR79 
QR80 QSU QS24 
4B064 AG20 CAIO CA19 CC24 DA15 
4B065 AA90X AA90Y AA96X ABOl 
BA03 BA25 BB37 CA24 CA44 
CA46 

4C084 AA16 ZB331 ZB332 



